THE immediate objects of the investigation herein described are two-fold:-I. Therapeutic efficiency. 2. Toxic effects and comparison with the more usual courses of treatment for syphilis.
It is also intended to put forward the claims of this intensive course of treatment of syphilis in all its stages instead of the more usually accepted course of treatment as was practised at Rochester Row Hospital, London, and in a modified form by many other syphilologists throughout this country at the present time.
EARLY PIONEERS OF THE INTENSIVE COURSE
OF TREATMENT (i) Fildes and Parnell 1.-These two workers conducted their investigations at the Royal Naval Hospital, Haslar, during the years I9I7-I9. Their course, which they called the No. i course, consisted in the giving of six doses of " 9I4" at intervals of three days, each dose being 045 gm. of the drug. For statistical purposes the cases were graded into A, B, C and D cases.
An " A " case was a man with an inoculation lesion in whom the Wassermann reaction had not yet become positive.
A " B " case was a man with an inoculation lesion or with a history of an inoculation lesion, but with no other outward signs or history of general infection except glandular enlargement, and a positive W.R. up to and including eighteen months from the date of infection.
A " C " case was a man with outward signs or history of general infection including a positive W.R. up to and including eighteen months from the date of infection. II9
A " D " case was a man with or without symptoms or signs over eighteen months from the date of infection.
It will be seen that types A and B include all instances of primary syphilis and early latent syphilis or endosyphilis. C cases are acute or recent cases of secondary syphilis, but some early tertiary lesions come under this category; while D cases include not only late secondary, but tertiary and most latent infections.
RESULTS OF TREATMENT
It is important to bear in mind that these workers conducted this proportion and their use has been abandoned. Bismuth in various forms has been used, namely, bismostab, bisoxyl, bisglucol, collosol bismuth and bivatol, and it would appear that it is of no importance to the therapeutic results which preparation is used. The chief desideratum in the use of a good bismuth preparation is the absence of local pain following intramuscular injection.
In Fildes and Parnell's series a second course of N.A.B. was not given unless there was a clinical or serological relapse, but it has always been-the case at the Seamen's Dispensary to repeat the course at the end of three months and again at the end of nine months after completion of the first course. This treatment is followed out in all stages of the disease except in those cases exhibiting advanced cardio-vascular disease, renal disease, hepatic disease or in neuro-syphilis.
It will be seen that this course of treatment occupies 39 days as against 92 days in the other and more usual course, and as against I20 days in the course used at St. Thomas's Hospital, London, since 22.2.28.6 The shortness of this course is of great value, especially in the case of seafarers, who can ill afford to remain ashore for protracted periods of time. The interval of three months between the first and second course allows the seafarer to return to sea with the certainty, as will be shown later, that he will not have a clinical or (i.) Erythema.-This toxic reaction manifests itself as an erythematous eruption closely allied to a scarlatinal rash. In many instances it also closely resembles the reaction found in cases of so-called protein-shock. It is preceded by an itching of the skin which gradually passes away as the rash fully develops. The rash is almost invariably universal in distribution. In the present course of treatment it was found that it most frequently occurred after the third or fourth injections of N.A.B. It is of a transient nature, and provided the condition is recognised and further arsenical treatment avoided it almost always clears rapidly.
(ii.) Dermatitis.-This complication is a much more serious one and can lead to fatal results, although in the present series we have not had such an unfortunate occurrence. It varies considerably in severity from a branny desquamation over a small area of cutaneous surface to a fulminating exfoliative dermatitis involving large areas of the body. This condition seldom occurs prior to the sixth injection.
(iii.) Jaundice.-This complication again is of a more serious nature than a simple erythema. It is usually considered to be due to a hepatitis produced by faulty excretion of arsenic. It is the intoxication which occurs latest in the course of treatment usually manifesting itself some weeks after the completion of the first course of treatment and occasionally as late as four months afterwards. In our experience it is rarely seen in the second course of treatment. Whilst certain cases undoubtedly are due to the effect on the liver of the arsenic, it appears probable that in a certain number of cases the jaundice is of an ordinary catarrhal type and would have occurred even had arsenic not been administered. The condition was frequently seen in the pre-safvarsan days, and is often seen during treatment with bismuth alone. In addition it must be remembered that syphilitic hepatitis does occur in patients who have had no treatment at all.
The results which follow show that many cases of intoxications occurred about the same time. These would lead one to assume that some batches of the drug may be more toxic than others, and that seasonal variations in weather may also be partially responsible.
In an endeavour to cut down the number of intoxications at this clinic from June, I926, it has been the practice to dissolve the third and fourth doses of " 9I4 " in distilled water to which o-6 gm. of pure sodium thiosulphate is added. This it will be recalled is the period at which erythema is most likely to occur. This resulted in a marked falling off in the number of such intoxications, and from November, I928, onwards it has been the practice to dissolve each dose in such a solution. These figures show a total number of 72 intoxications, but 3 cases of erythema subsequently developed jaundice, thereby reducing the total to 69. The results obtained by this course of treatment are very encouraging as regards regularly treated A, B and C cases. In D cases it has been found that there were a few instances of subsequent Wassermann relapse. In the A, B and C groups no case has relapsed clinically or serologically provided two courses of treatment have been given, and no case has relapsed within six months after one course of treatment. The figures produced show the numbers of intoxications to be slightly higher than those obtained by syphilologists making use of the once weekly course of treatment. With the object in view of lowering the numbers of intoxications without effecting the therapeutic efficiency of the treatment a new scheme has been adopted during the past two years. In the smaller number of cases which have been treated by this method this object has been realised. I am appending figures in support of this statement which will fully bear out the claim put forward. The course is as follows: ist day. o03 gm.N.A.B., Bismuth 02 gin. This course gives a total dosage of N.A.B. of 4-5 gm. and of bismuth 2-4 gm., and is therapeutically as efficient as the previously described course and gives rise to fewer cases of intolerance. The results obtained follow.
RESULTS OF MODIFIED COURSE OF TREATMENT 689 cases have been treated with this modified course, and of this number only I3I fulfilled the necessary conditions to merit inclusion in this series. Taking the I3I cases we find that 94 cases were given an absolutely regular course of treatment, and the remaining 37 cases had the requisite amount of treatment, but were slightly irregular in attendance. The total number of injections given were 4,823.
(i) Regular
Per cent.
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A. Neg. These figures show that the incidence of complications has been reduced from I in 30 cases to I in 63 cases, and from I in I5I injections to I in 438 injections without in anyway decreasing the therapeutic efficiency of the treatment.
By way of comparison I am appending figures collected from various sources to show the incidence of intoxications as a result of the once weekly course of treatment.
In discussing the subject of intoxications as a result of the administration of arsenical compounds, three main types have been taken into consideration, viz., erythema, dermatitis and jaundice. In the case of the two former types, it would appear that the arsenical drug is the direct cause of the disturbance, but this has not been definitely proved in the case of jaundice. As previously mentioned, it will be seen that in the present series of cases, the patients developing jaundice did so in groups. This would lead one to suppose that seasonal variations or specially toxic samples of the drug were at any rate partially responsible. 
